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AB Processes by which 5-hydroxy-3-oxopentanoic acid derivs. 
represented by 

formula R2CH (OH) CH2COCH2C02R1 [I; Rl - Cl-12 alkyl, C6-12 
aryl, C7-12 

aralkyl; R2 = H, (un) substituted Cl-12 alkyl, C2-12 
alkenyl, C6-12 aryl, 
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or C7-12 aralkyl, cyano, C02H, alkoxycarbonyl] , useful as 
intermediates of 

drugs, in particular HMG-CoA reductase inhibitors, can be 
prepd. from 

inexpensive and easily available raw materials under 
noncryogenic 

conditions. Specifically, described are a process for 
prepg . 

5-hydroxy-3-oxopentanoic acid derivs. I by making lithium 
amide act on a mixt . of an acetic acid ester and a 
3-hydroxypropionic acid deriv. at a temp, of -20. degree. C 
or above; and 

another process for prepg. 5-hydroxy-3-oxopentanoic acid 
derivs . by 

treating a mixt. of an acetic acid ester and"a 
3-hydroxypropionic acid 

deriv. with a Grignard reagent and then making lithium 
amide act on the resulting mixt. at a temp, of -20. degree. 

or 

above. These processes are carried under moderately low 
temp, compared to 

known methods which require very cold temp. (-78. degree, to 
-40 . degree . ) . 

Thus, a soln. of 3.90 g diisopropyl amine in 3 mL THF was 
added dropwise to 

22.9 mL 1.5 mol/L BuLi/hexane with stirring at 5. degree, 
and stirred fro 1 

h to give a soln. of lithium diisopropylamide . 
Tert -butylmagnesium 

chloride/PhMe-THF (1:2.5) (1.75 mol/kg, 5.7 g) was added to 
a soln. of 

2.38 g Et 4-benzyloxy-3-hydroxybutyrate and 2.32 g tert-Bu 
acetate in 3 . 0 

mL THF with stirring at 0-5. degree, over a period of 10 min 
and stirred at 

5. degree, for 50 min, followed by adding dropwise the 
lithium 

diisopropylamide soln. prepd. above over a period of 30 
min, and the 

resulting mixt. was stirred at 5 -2 0. degree, for 16 h and 
poured into a 

mixt. of 3 N aq. HC1 and 30 mL EtOAc to give, after workup 
and silica gel 

chromatog., 79% 6-benzyloxy-5-hydroxy-3-oxohexanoic acid 
tert-Bu ester. 
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